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1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 



2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk^) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 1 7.1 (a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 
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□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT international application No. PCT/EP98/06294 

1. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -43 as originally tiled 

Claims, No.: 

1 -28 as originally filed 

Drawings, sheets: 

1/22-22/22 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-28 

Inventive step (IS) Yes: Claims 

No: Claims 1-28 

industrial applicability (IA) Yes: Claims 1-27 

No: Claims 28:Seee section VIII/4). 



2. Citations and explanations 
see separate sheet 



VI. Certain documents cited 

1 . Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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SECTION V 

Any hitherto known gene encoding a protein having the Cys4-His-Cys3 motif, 
such as TIF1 and the Mi-2 autoantigen, anticipates novelty of claim 1(c) and claim 
6(c).Correspondingly, claims 2-5 being dependent on claim 1 are not novel either 
as for instance the TIF1 encoding gene exhibits the properties defined in these 
claims (see Le Douarin B. et al., EMBO Journal, vol. 14, no. 9, May 1995, pp. 
2020-2033 (1)). Moreover, taking into account that some of the genomic DNA 
sequences described in Levanon D. et al., Biochemistry and Molecular Biology 
International, vol. 35, no. 5, April 1995, pp. 929-936 (2) cover exon 14 of presently 
claimed sequence encoding the protein having the sequence shown in 
SEQ.ID.NO. 2A the teaching of (2) also destroys novelty of claims 1(c), 4, 5, 13- 
25. Relating to claim 1(c) it is also noted that a nucleic aid molecule hybridizing to 
the nucleic acid molecule of (a) or (b) is a complementary strand which per se 
cannot encode a peptide co-segregating in mutated form with APECED. 
Therefore, this functional definition is not siutable to render claims 1(c) and 6(c) 
novel over for instance (1). 

In addition, it is noted that due to the present wording of claims 1(a)(b) and 6(a)(b) 
("a nucleic acid molecule comprising a nucleic acid molecule...") also the 
genomic DNA disclosed in Aaltonen J. et al., Nature Genetics, vol. 8, September 
1994, pp. 83-87 anticipates novelty of these claims, an correspondingly, also of 
claims 2-4, 7-12 as the embodiments of these claims are inherently met by the 
genomic DNA taught in (3). 

Finally, considering that claims 1-3 are not novel and having regard to the term 
"corresponding disease state" novelty of claims 26 to 28 also is questionable. 
Accordingly, claims 1-28 do not meet the requirements of Art. 33(2)(3) PCT. 



SECTION VI--- 

The Finnish-German Apeced Consortium, Nature Genetics (1997 December) 
17(4), 399-403 
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SECTION VIII 

1 ) . In the absence of any indication concerning the hybridization conditions the term 

"hybridizing" used in claims 1 and 6 renders the scope of these claims unclear. 

2) . Irrespective of the fact that the term "homologue" has a well-recognized meaning 

in the art the use of said term renders the scope of claims 4 and 5 unclear since 
without an indication with respect to the percental identity between different 
sequences the expression "homologue" only indicates a certain similarity between 
two sequences. 

3) . Considering that presently claimed peptide is a molecule with multiple functions 

(see page 6 of present application "in a preferred embodiment....) the expression 
"loss of function or gain of function" written in claim 7 without a reference which 
characterise the precise function meant renders the scope of claim7 completely 
unclear. Correspondingly, the scope of claims 1 1 and 12 also is rather obscure. 

4) . Concerning claims 1 (c) and 6(c) it is noted that a nucleic acid molecule that 

hybidizes to a nucleic acid molecule encoding a protein cannot encode a protein 
since it is a (-) strand. 

5) . For the assessment of the present claim 28 on the question whether they are 

industrially applicable, no unified criteria exist in the PCT. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a 
compound for the manufacture of a medicament for a new medical treatment. 
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(57) Abstract 

The present invention relates to a nucleic acid molecule encoding a (poly)peptide co-segregating in mutated form with Autoimmune 
Polyendocnnopathy Candidiasis Ectodermal Dystrophy (APECED). In addition, the invention relates to a mammalian, preferably murine 
nomologue of the above nucleic acid molecule. The present invention further relates to a nucleic acid molecule deviating by at least one 
mutation from the nucleic acid molecule described above wherein said mutation co-segregates with APECED and is an insertion a deletion 
a substitution and/or an inversion, and wherein said mutation further results in a loss or a gain of function of the (poiy)peptide encoded 
by said mutated nucleic acid molecule. Furthermore, the present invention relates to a vector comprising the nucleic acid molecules 
described above and to a host transformed with said vector. In addition, the present invention relates to a process of recombinant^ 
producing a (poly)peptide encoded by the nucleic acid molecules described above comprising culturing or raising said host and isolating 
said (poly)peptide from said culture or said host. The present invention further relates to the (poly)peptide encoded by said nucleic acid 
molecules or produced by the process described above. Additionally, the present invention relates to an antibody that specifically recognizes 
said (poly)peptides. Moreover, the present invention relates to a method for testing for a carriership for APECED or for a corresponding 
disease state comprising testing a sample obtained from a prospective patient or from a person suspected of carrying a predisposition for a 
mutation in the wild-type nucleic acid molecule described above or a mutated form of the (poly)peptide encoded by said mutated nucleic 
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see the whole document 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international Search Report has not been established in respect of certain daims under Article 1 7(2)(a) for the following reasons: 



Claims Nos.: 

because ttiey relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claim 28 

is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



1. 



3 - [Z] Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This international Searching Authority found multiple inventions in this international application, as follows: 



i . As all required additional search fees were timely paid by the applicant this International Search Report covers all 
1 — 1 searchable claims 



2. Q As all searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
— 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j~j The additional search fees were accompanied by the applicant's protest 

| [ No protest accompanied the payment of additional search fees. 
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